In the previous report (1) the present authors confirmed that relatively large dose of cortisone, when employed as a preliminary treatment, had promoted the susceptibility of mice to mouse encephalomyelitis virus.
As already pointed out (2), the hypof unction of reticuloendothelial system (abbreviated R.E.S.below) following the atrophy of spleen which occured at this time was a meaning matter for the purpose of solution of mechanism of the action of cortisone and large doubts which should be solved in more details were remained upon the meaning of the susceptibility to virus. The authors had some questions that virus susceptibility increasing effect depended on a direct action of cortisone or not, how much the hypof unction of R. E. S. following the atrophy of spleen was effective as the action of cortisone, or further how its secondary influence was distinguished from the general action of cortisone.
In this report, the authors tried to make clear these doubts. And A. Effect of spleen homogenate on the susceptibility increasing effect of cortisone.
peritoneally injected into mice as follows ; 2 times in parallel to the administration of cortisone and further 2 times not in combination with cortisone. However, the homogenate was prepared at each time of administration so as to use fresh one. Firstly,2 times of injection were conducted parallel to the administration of cortisone and further 3 times of injection were conducted not in combination of cortisone. Other 2 groups to which Milzsin alone and cortisone alone were injected respectively, and another non-treated group were prepared . Other experimental methods were same as mentioned above.
Experimental Results
The results are shown in 
The resuts are shown in Fig.1 Namely, significant effect could not be confirmed among these experimental groups but mortality of the treated group to which Milzsin was administered 4 times was 26% and 11 of the 15 mice were survived.
As these results are shown in Table 3 , Milzsin can protect the mice from the lethal effect of cortisone.
Macroscopic changes of the mice killed by the administration of cortison were significant atrophy of spleen, connective tissue and lymph nodes in whole body. Spleen which shows atrophy and livers from these mice were examined histologically.
It was made cleare that significant follicle atrophy was observed in the spleen as shown in the photograph in the previous report (2) and atrophy, significant fatty degeneration and heterogous cells etc. were observed in the liver as shown in Photo. 1. On the other hand, in the mice survived by the administration About 10 pieces of tissue fixed by fowl plasma in test tube, and 2cc of cultuer media were added to each tube and they were cultured by the roller-tube method at 37C. Proliferation of fibroblasts was observed microscopically daily and the change of pH of medium was also observed as a reference. Details of the method were followed to the description of Feller (5) .
The results are shown in Fig.3 . relation with enzymic actions in ovo by use the same method of Kiyoshi's experiment. Therefore, this fact was understood as a possible mechanism that cortisone influenced on the state of virus susceptible cells. Furthermore, Milzsin distinguishes.
Proliferation
the anti-inflammatory effect of cortisone and it had a remarkable action of proliferating fibroblasts against cortisone. The reason why no remarkable influence is observed after the removal of spleen having such important factors will be explained by the fact that the remaining A.E.S. compensates the function of spleen. We think that the splenic hormone which is an effective factor of Milzsin should be recognized as a R.E.S.
hormone. For explaining the mechanism of the inner secretory protection, it will be necessary to point out the similarities of pathological findings induced by R.E.S. and the effect of cortisone as an evidence of the facts mentioned above. It will be explained by the description of predecessors. Firstly, on the metabolism of protein , cortisone hinders the course of synthesis of protein from amino acids, namely, it is thought that cortisone acts antianabolic (there are some authors saying that cortisone acts catabolic). R.E.S. influences on the metabolism of protein and it is thought that oxydative deamination of amino acid is conducted by R.E.S.. Further, it is well known that R.E.S. rules the metabolism of carbohydrate and fat. Recently , Yamagata (9) has reported the importance of R.E.S. to the sugar metabolism .
Hyperglycemia caused by the splenectomy and the blockade of R.E.S., many kinds of lipoidosis thought to be caused by the disturbance of the metabolism of lipoid are also observed similarly when cortisone is employed. They are hyperglycemia, fattness and distribution anomaly of fat. Furthermore, there will be a correlation between the increase of the amounts of Ca in blood induced by blockade of R.E S. and the abrasion of Ca from born induced by cortisone. More, the decreasing of the antibody-formation and hindering of the allergy are similarly observed. Then, as far as the mechanism of action of cortisone is explained, these points can not be neglected as an accidental agreement. Further consideration is nescessary to explain if all of the actions of cortisone will be illustrated by this mechanism. But the existence of the chain of hormone between adrenocortex and R.E.S. should be added to pituitary-adrenocortical system concerning the inner secretory protecting mechanism and infection. Selye's stress concept (10) (11) suggested many interesting problems will be developed to a more wider and more suitable concept by 1) Milzsin extracted as splenic hormone, can extinguish the susceptibility increas ing effect of cortisone, but has not a direct influence on virus. Accordingly the ffect of cortisone seems to have a secondary influence based on the defi ciency of splenic hormone.
2) Milzsin enhances the function of R.E.S. and induces the enlargements of spleen and lymph tissuses. The enlargement of follicles and the proliferation of reticulocytes are observed histologically in the enlarged spleen.
3) Furthermore, it is made clear that the splenic hormone has a close relation to the enzymic action in ovo. This fact is understood as the mechanism that has influence on the metabolic system of virus suscptible cells.
4)
Milzsin not only protects mice from the lethal effect of cortisone (M. L. D.)
but also suppresses their histological changes.
5)
Milzsin extinguishes the anti-inflammatory action of cortisone, and it has a re markable action of proliferating fibroblasts against cortisone. 
